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Introduction
Colon cancer is one of the most frequently diagnosed cancers and is increasing in prevalence in some countries, partly owing to better screening and diagnosis strategies. Despite this increased prevalence, survival expectancy is improving, owing to earlier detection and better tools for treatment. [1, 2] Most patients will undergo surgery and some will also receive chemotherapy. However, mortality remains high and, so, a main outcome of interest. Therefore, there is concern about the prognosis of these patients in terms of identifying predictors of mortality based on patient characteristics. [3] For this assessment, prediction models, decision rules, and risk scores are statistical tools intended to classify patients and guide clinicians in their everyday decision-making. These tools consist of a combination of multiple predictors, such as patient characteristics, diagnosis, and evolution, to estimate the probability of a certain outcome. [4, 5] Different researchers have also developed various prediction rules for colon cancer patients, mainly to predict survival after surgery or very shortly afterwards. [6, 7] Fiveyear survival prediction has been the outcome of some other studies. [8] [9] [10] There are fewer studies trying to predict survival at a longer period of time, such as 1-2 years.
The goal of this study was to develop clinical prediction rules for 1-and 2-year mortality in colon cancer patients who underwent surgery with the purpose of helping to personalize treatment and assist in the follow-up of these patients.
Methods
This prospective cohort study included patients drawn from 22 hospitals belonging to the Spanish National Health Service, which covers the majority of the Spanish population. All covered residents have free access to their primary care physician and the Emergency Department (ED) of the hospitals. All of the hospitals have similar technological and human resources.
A description of the study protocol is detailed elsewhere. [11] In summary, patients diagnosed with colon cancer presenting at any of these hospitals to undergo surgery between June 2010 and December 2012 were informed of the goals of the study and invited to participate. In order to take part in the study, a patient had to provide a signed informed consent. All information was kept confidential. The Institutional Review Board of the Basque Country approved this project.
Patients were eligible for the study if they were included in the surgical waiting list of one of the participating hospitals with a diagnosis of surgically resectable colon cancer. Colon cancer diagnosis was based on anatomopathological diagnosis after a biopsy by colonoscopy. Inclusion criteria were: 1) having been diagnosed with colon cancer(up to 15 cm above the anal margin), 2) initial application of curative and/or palliative surgery for treatment, and 3) signing the informed consent to participate in the study. [12] Exclusion criteria were: 1) colon carcinoma in situ, 2) unresectable tumor, 3) severe mental or physical conditions that precluded the patient from responding to questionnaires, 4) terminal disease, 5) inability to respond to questionnaires from any cause, and 6) did not give consent to participate in the study. We estimated the sample size needs of the study based on current recommendations for clinical prediction rules based on the expected rates of the outcome of interest (mortality at 1 or 2 years). [5, 13] Data collected upon hospital admission included information on sociodemographic factors, clinical data (including information about onset of symptoms, habits, personal and family background, comorbidities including those of the Charlson Comorbidity Index, [14] diagnostic tests, and pre-intervention treatments), preoperative data (including American Society of Anesthesiologists Physical Status Classification System (ASA) stage, [15] analytical data, tumor markers, and diagnostic tests), outpatient anesthesia data from the surgical intervention, pathological data, and data related to the remainder of the hospital stay (including the presence of complications, need for reoperation, or death). Subsequently, data were collected up to 30 days after surgery (analytical data, diagnostic tests, presence of complications, readmissions, reoperation, or death). Finally, patient information was collected through the first and second postoperative year, including radiation therapy, chemotherapy (treatment schedule, cycles, complications of treatment, and supportive care), laboratory results and diagnostic tests, presence of complications, tumor recurrence, readmission or reoperation, and death.
Outcome measures
The primary outcomes were mortality at 1 and 2 years after the patient was first admitted to the hospital (index admission). Vital status was established by reviewing medical records and examining the hospital database and public death registries. Deaths were considered confirmed if the name, sex, and date of birth on the record matched those of the participant.
Statistical analyses
The unit of analysis was a patient with a diagnosis of colon cancer who underwent operation in one of the participating hospitals. The sample was randomly divided in two subsamples (derivation and validation), each with half of the total population. Randomization of patients was performed automatically by a statistical program. To ease the interpretation of all the models, as well as, the punctuation of the scores derived from the models, all continuous variables were categorized. In the case of the age and Charlson comorbidity index, the optimal categorization of both was performed following the methodology developed by Barrios I et al [16] . In the case of Log Lymph ratio, categorization of the continuous variable was done based on the publication of Persiani R et al [17] . Descriptive statistics for both samples included frequencies and percentages for categorical data and means and standard deviations for continuous variables.
Univariable analysis was first performed in the derivation sample to identify risk factors related to mortality up to 1 and 2 years, using univariable Cox proportional-hazards regression models. Variables that were significant at a level of 0.20 were considered as potential independent variables for the multivariable analysis. Multivariable Cox proportional-hazards regression models were developed for mortality up to 1 and 2 years. Final predictive factors in multivariable analysis were those with a significance level of 0.05. Final models were also adjusted by the treating hospital to see if that affected the results and evaluated in the validation sample. As an internal validation of the models, 200 bootstrap samples with replacement were drawn from the original sample, and using for the selection of the variables stepwise method, 200 different models were developed in each sample. In order to compare the results of the 200 models with the model fitted in the original sample, the times that different predictors were predictors in the final models of each sample were summarized. Additionally, presence of collinearity was evaluated for some variables. Indeed, we developed two severity risk scores (for mortality up to 1 and 2 years) by assigning a weight to each risk factor category based on the β parameter from the multivariable Cox proportional-hazards regression. Then we added the weights of each of the risk factors presented by a patient with a higher score corresponding to a higher likelihood of mortality. Considering the optimal classifier points, three severity categories were created in each score. [16] The predictive accuracy of each model was determined by the C-index. The predictive capacity of the risk groups derived from the models was also evaluated and validated in both samples by calculating the area under the receiver operating characteristic curve (AUC) and the calibration of the models was tested by Hosmer-Lemeshow test. All effects were considered significant at p < 0.05. All statistical analyses were performed using SAS 9.4 software (SAS Institute Inc., Cary, NC, USA).
Results
We initially contacted 2832 patients. Of these patients, 1979 fulfilled the selection criteria, with 1942 patients having full information at 1 year and 1817 at 2 years of follow-up as displayed in "Fig 1" . Table 1 shows the descriptive of the derivation, validation and whole samples. Table 2 shows the different chemotherapy strategies employed in our patients. Univariable analysis in the derivation sample of the relationship of different sociodemographic and clinically relevant variables after 30 days from surgery with mortality at 1 (6.58% mortality rate) and 2 years (6.59% mortality rate) is displayed in Table 3 . Table 4 shows, based on the multivariable analysis, predictors of 1-year mortality were the ASA IV, a score ! 4 in the Charlson comorbidity index (CCI), age older than 75 years, TNM stage IV, lymph nodes ratio (>-0.53) and the residual tumor classification (R2 vs. R0-R1 categories). All the significant variables in the derivation sample were also significant in the validation sample. The C-index showed a good discrimination for both samples Predictors of mortality during the first 2 years after surgery were the same as those that predicted mortality during the first year ( Table 5 ). The C-index showed a good discrimination for both samples The predictive accuracy of each continuous and categorical risk scores for 1-year mortality and 2-year mortality were measured by the AUCs which are displayed in Table 6 . The AUC of the continuous risk score for 1-year mortality was 0.876 (0.828-0.924) in the derivation sample (Table 6 ). The three risk categories of each risk score, for 1-or 2-year mortality, differentiated among the categories. All the results were estimated without considering the effect of the treating hospital. As additional information, internal validation of all the models were performed where it can be seen that those variables selected for our 4 models are the ones more often obtained by bootstrap (Table 7) . To better display the final results, trees charts derived from previous Tables 4 and 5 and the weights of the categories of the statistically significant variables and based on risk categories of Table 6 were developed. "Figs 2 and 3" presents the display for predicting mortality at one year with and without chemotherapy. "Figs 4 and 5" present similar trees but for two years mortality.
Discussion
This prospective cohort study included a large sample of 1942 patients with colon cancer who underwent curative or palliative surgery. We identified factors before the intervention and up to 30 days and 1 year afterwards that related to mortality at 1 and 2 years in these patients. The categories of those factors were weighted to create continuous scores that, ultimately, were categorized into three categories of risk clinical prediction rules from minor to severe, based on the risk of dying at those points in time. Different prediction rules, though based in the same variables, were created for 1-and 2-year mortality, and, in each case, based on information available before surgery, during the index admission, and up to 30 days after surgery when, we took into account whether adjuvant chemotherapy was administered. [8-10, 18, 19] We identified as predictors of medium-term mortality parameters such as ASA and comorbidities (based on the CCI). These are parameters related to the general condition of the patient before surgery, and are quite easily available for review. Similarly, older age can be related to higher frailty and need to be institutionalized or were more likely to undergo colon cancer resection during an unscheduled admission, which has been shown to be related to a higher rate of death in this patients. [20] We also identified TNM stage and lymph nodes ratio, which are related to the severity of the current disease, as a predictor of medium-term mortality. Finally, the residual tumor (R) classification, which is also related to the severity of the disease as well as reflects the result of surgery, had an influence on 1-year mortality. On the other hand, around 30 days after surgery is usually when, if it is indicated, the patient will begin Model without adjuvant chemotherapy included patients who died throughout the index hospital admission until one year after admission.
Model including adjuvant chemotherapy excluded patients who died throughout the index hospital admission or during the first 30 days after admission. Ã Including the hospital (p = 0.9943), the c-index rise to 0.881 (0.807-0.955). †Including the hospital (p = 0.8405), the c-index rise to 0.852 (0.776-0.928). In both case, statistically significant differences among some hospitals were found. ‡Including the hospital (p = 0.9141), the c-index rise to 0.914 (0.828-1.000). §Including the hospital (p = 0.6881), the c-index rise to 0.898(0.810-0.986). In both case, statistically significant differences among some hospitals were found. chemotherapy for colon cancer. Adjuvant chemotherapy, as a specific treatment of the disease, has a clear relationship with mortality that changes depending on TNM stage. Therefore, a second set of prediction rules added chemotherapy treatment in conjunction with TNM stage to the previous parameters. All of the predictors for 1-year mortality also appeared as predictors of 2-year mortality. These included those related to the general condition of the patient, such as age, ASA and CCI, but the main influence was from factors related to colon cancer and the patient's evolution, including TNM stage. As with 1-year mortality, disease treatment, specifically adjuvant chemotherapy in relation to TNM stage, had a clear relationship with 2-year mortality.
Previous studies have found that disease severity, in this case, colon cancer stage as measured by TNM or lymph node status, or number of positive lymph nodes, or depth of primary tumor penetration are predictors of mortality. [21] Additionally, comorbidities, as measured by the Charlson comorbidity index in our case, jointly with age, have also been shown to affect In both case, statistically significant differences among some hospitals were found.
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Risk scores of colon cancer mortality mortality. [8, 20, 22, 23] Some studies have also implicated ASA level in mortality in colon cancer patients. [18, 24] Parameters from the evolution of disease in colon cancer patients, such as complications and reoperations, also were found to be predictive by some authors. Additionally, adjuvant chemotherapy was also a predictive factor in some studies, as in ours. [25] However, we first wanted to know which factors were predictors of mortality without considering chemotherapy. We introduced an interaction term to determine the different effects that chemotherapy had, depending on the TNM grade of the tumor. Additional variables, such as gender (a parameter that arose in some studies) and race, were not predictive in our analysis. [18, 26] Most studies working on the identification of predictors of mortality in patients with colon cancer have focused on perioperative, in-hospital, or short-term mortality (up to 30 days postoperation). In this study, we explicitly removed this short-term mortality from our outcomes. We wanted to avoid the influence of surgeon ability, complications related to the surgery, and hospital health care quality in our prediction. However, as we have shown in our results, the variable of the treating hospital did have an influence on the 1-and 2-year mortality, and we have adjusted for it in our models. This means that the specific health care location has a role in explaining the causes of mortality, which indicates a possible problem of variability and equity among our centers. [26, 27] From a practical point of view, our summary trees are developed to have a quick and simultaneous view of the prognosis of a patient at one and two years after surgery just at the time of the index admission-without chemotherapy-and, additionally, at 30 days afterwards, when chemotherapy is added. In general terms, mortality is low and remains similar at 1 an 2 years for TNM 0/I/II with no risk factors or just the Charlson comorbidity index !4. On the opposite side, is high for TNM IV or III with additional risk factors based on our rules. Those graphics can help clinicians as well as patients. This study has several strengths. It was based on a large prospective cohort obtained from 22 hospitals, thus providing variability. The number of variables on the possible predictors of death was quite large. We have also included models with and without chemotherapy. The development of the predictive models followed the structure of current guidelines, such as those included in the TRIPOD statement [28] , including an internal and external validation of all models. We identified predictive factors common to various other studies. However, the strength of our study lies in the fact that we have put them together, with just a few variables that are usually recorded and easily accessed, into single scores that may help clinicians easily and quickly classify the prognosis of these patients. As our scores have excellent predictive ability, clinicians will be better able to guide patients in follow-up. These scores may also serve as a reference to patients and families.
However, this study also has limitations. As in any prospective multicenter study with a 2-year follow-up, loss to follow-up was our main source of bias. Though reviewers in each center were trained to collect all of the planned information from all of the patients recruited at baseline, loss of patients and information was inevitable, though contained. We did study the influence of various HRQoL parameters in our outcomes, but, surprisingly, none of the questionnaires studied, even those detailing markers of frailty or health status, showed any predictive influence on mortality. Additionally, none of the tumor biomarkers studied, such as carcinoembryonic antigen levels, showed any relationship with mortality. Nevertheless, as new genetic and biological markers are discovered, they should be considered for addition to our models to increase predictive ability. Even further, improvements in the treatment of these patients, as the addition of new and more effective drugs, may change the predictive ability of our models though more than 50% of our patients did not receive chemotherapy and just those more severe received the new molecular targeted agents. We also did not do in-depth analysis on the influence of the quality, appropriateness, or existence of errors in the health care to the patients, or adherence to various treatments for the disease and comorbidities, when all of these factors could have a clear influence on mortality.
Finally, there are various statistical techniques currently used to develop clinical prediction rules. The ones we used in our study, namely, survival and logistic regression models, are classical but robust and clear for reading comprehension. Other techniques that have been employed in other studies, such as neural networks or a Bayesian belief network, may be alternatives, though some of them have a "black box" effect, wherein the design of the model is obscure to the reader. They are also usually no superior to the classical techniques. [10, 18, 29] As with any clinical prediction rule, proper external validation of our proposed models is the necessary next step, and, from a practical clinical point of view, studies are needed where the use of these rules improve patient health care. [30] In conclusion, these clinical prediction rules provide clinicians and patients with decision tools that, with a minimal amount of easily obtainable information, have shown good predictive abilities and can be used in the clinical decision process. They provide information before starting the chemotherapy treatment process and are also valuable tools once the chemotherapy treatment has started in those patients where it has been prescribed since we present models for both situations. Lastly, future studies should examine the validity of our models in other settings, as well as apply them in real-life situations to determine their usefulness in the patient care and management process. 
